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PRIORITY 
DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH RULE 17.1(a) OR (b) 



2000 ^ 01 ^ 24 0 



GA-1 12-21 fi***h GA-2 8-15 fimfo . 
GA-3 24~38lMvGA-4 21-34 m*^ 
GA-5 ' 27-46 Mft\ GA-6 32-54 
Jt^sM GA-1 5fn GA-2 *^T^JS^£^W^ r 




HOOC 



2' 



— O-C— V 

T V ^ 
6' 



a+mfttt ga-3 i ga-6 ^^T^a^^Egw^: 




1 




GA-1 16ffiJ;#h GA-2 UMMi/U GA-3 31 M#h 
GA-4 27 1MK GA-5 36 MtfK GA-6 43 Mtfh 

SB fit * $JI^*S&iiK$t&i£J&. 

9.tsig3R5pJii* 8 ffij£ffimm&^,tBt^&MmM$j 50-85% 

li.«s&^'J^ 1-10 4"ft-^f3*WH^^» 



- /. 




SSKSs K****. ^ifim * ****** 

S »ffl. 6 W**»9Jfl! GA-1 GA-4 




(I) 



HOOC 



R,=HBt, »GA-1; SRi- 



6' 5 



fft,-.fcGA-2; 



^#f3£lft GA-3 



GA-6^^WT^J3m^ (H> wiaft^ 5 



1 



S Ri=H #R R 2 = 



HO 
HO 



OH H 



O 





$N #GA-3 ; 



.O 




^.O 

#_g.R 2 = ' "~ 



HO'/^ — ^ Hn -7 } ' ^ GA "6< 

HO-^ OHH HO 

GA-l 12-21 11^, GA-2 8-15 
GA-3 24-38 Mtfh GA-4 21-34 S*^ 
GA-5 27-46 QA-6 32-54 



T'J, 




^^W»Jm^ 10G~450mg/kg, ^tiMO* 100-400mg/kg, 
M-&% 200mg/kg, ^0 PIS 3 #U 

GA-1 16mg> GA-2 12n^ GA-3 31mg> 
GA-4 27mg> GA-5 36n^ GA-6 43mg; 

&±mm^ 30m g mtffim&Q^'Rfc*. 70%^@f^*i 



GA-l 20mg<;GA-2 12mgv.. GA-3 38mg>; 
GA-4 30mg, GA-5 46mg v GA-6 54mgy 

tm&B. i35mg> wmmtmm- 

3 

GA-l 10mg> GA-2 5.5mg> GA-3 17.5mg. 
GA-4 17mg. GA-5 23mg> GA-6 27mg. 

»^2oom g > mmwtm&M* 80%tf}z>mmm*' 

4 

GA-l 36mg, GA-2 24mg, GA-3 90n^ 
GA-4 90mg. GA-5 105n^ GA-6 105mg> 



Vii+^LDsoH. ^SiJ^J 5120mg/kg^n 112.5mg/kgo 

50, 100, 200mg/kg, PBttX^l#3iJ nfl£^¥^Tl< lOOmg/kg, 
£6#J&&£^£4i&t87jC, ^#iR^20ml/kg, ^14^, 
^m^tf 0&ISB3I3, 7, 14^, B!3Nr5'jMttJ5£f$, I$J5 

3 /J^il£BI5Kifiiilj ioo^i, m^iJ^£$!l^llmyf « 

^BJHWI^ 50, 100, 200mg/kg, ^PJIB^H 14 



(X±SD, n=10) 





mg/kg 


JfiL$fM[ (mmol/L) 


1 


3 


7 


14 (^) 






5.21 + 1.10 


7.10±1.30 


8.56±0.74 


7.52±1.29 




50 


5.84±0.94 


7.56+0.92 


8.51±1.06 


8.27±0.66 


100 


6.48±1.28 


7.73±2.26 


8.71±0.97 


7.4511.59 


200 


6.41±1.04 


6,2811.19 


8.46±0.88 


7.8611.56 




100 


6.48+1.18 


5.22+0.80** 


6.62+0.96" 


5.7511.02" 



**p<0.05, ^ttmRlt&o 



mm3 ^nm^ms.^wmmm^^ yhw^m^-Mmmm 

^mom^^m^mK^5o, 100, 2oomg/k g ,. m&ttm. 
mftmnm^vt&m 50m g /k g , ^srtm&RjEnttmMnms^ 

mmm^K, 20mi/k g , ^7^*?^l5mj^#io^ 

Ht, .^lES^^h &*&nm£^mmm^M2.5gfog (lOml/kg) . 
^^J^^^TOIij^^^^SO^, SSIBI^JfiL IOOjliI, 



-e 





100, 200nipgMP£*#l50mg/k 



200mg/kg fit) |$$t ft E -^ttPW 50mg/kg ffiifi , JAL 



fi*J*N0 



2 . i&i$ mmm&^Wrt^\W^bWM%ft 

iMKt (mmol/l) 



?flJ*;X mg/kg) 



* s w & 



50 



0 



6.20±1.01. 



6.55±1.16 



30 (^H*) 



6.64+1.04 



6.79±1.16 



100 



200 



6.09±1.34 



6.42±0.99 



It mffi 1 50 1 4.48±0.83* * i o.>°x. 

a Vo.oi, 5iEmm*h **p<o.oi, ^mm*^ 

r 0 ;roo, 20*0*.. ^^^^f^^^r^' ,f 

ka, 30 '^^iSP^iESm^K ^^^H.Pfl^«rili« lg/kg (5ml 

kg) , l^w+^o, 60, 120 *h+, &*mmx^\oov\, m 

4ft ir^0j^t)^^lOOmg/kg^PMIi^'3O^^, 
kW'00mg^g«EPlRW»^ 30-120 tftt.ttlMf 100mg/kg£30, 

3 ° ^^Bj^tJ^WPSW^^^^'*^^^ 



13.94+3.22 



12.01+1.88 



9.59+2.25** 



9.16±1.08 



** 



8.18±1.72** 





(mg/kg) 


ifa^-ft (mmol/L) 


30 


60 


120 (#w 


IE fit S 




4.42+0.67 


4.62±0.66 


4.20±0.63 






8.36±1.13 AA 


7.40±0.81 AA 


5.78±1.14 AA 




50 


7.72±1.96 


7.63±1.74 


6.38±1.59 


100 


6.32±1.34** 


6.69+1.81 


5.35±1.50 


200 


5.62±0.90** 


5.25±0.86** 


4.78+0.89* 



5 



100 



5.12±1.02** 



5.70±1.36 : 



6.0311.43 



P <o.oi, -^nESisbLS: * P <o.o5, ** P <o.oi, ^ttmMtk%t< 



f^m^VQt&^ydSO, 100, 200mg/kg, mWJ&Mfrftli&^ifeW 

^loomgykg, jEm&, rtm&R^&rtm&nms^m&mm^k; 
*&ViM9s% iomi/kg, 3o^itM, &mnm%^mmm 

migfog (5ml/kg) , XftftlTRJs 30, 60, 120 #1+, Ek^KJ^BI 

Tt^jfn. 100^1, m^itm^w^mo 

m^mR^ 100mg/kg £ 30 3Ht, 200mg/kg 

mm^t ioomg/kg^3o, 60 ttmw^w^mtjifcmiM.^'Tm, r 



4: *%m^m&^wrtMmm*w^wftnmzm 

(XiSD, n=10) 





mm 

mg/kg 


iMH! (mmol/L) 


30 


60 


120 (^H'l 1 ) 






3.5610.64 


4.1210.72 


3.7610.69 






6.5810.87 AA 


5.9311. 27 AA 


4.5411.37 




50 


6.0310.86 


6.4210.78 


4.2611.03 


100 


5.1211.29* 


5.7711.09 


4.5310.94 


200 


4.4310.72** 


4.7310.83* 


4.0710.70 




100 


4.2410.87** 


4.7410.90* 


4.7911.03 



p<o.oi, -^lE^fltM; * P <o.o5, ** P <o.oi, ^mmMtk&o 



tU&^£3l&&^$90mg/kg (lOml/kg) , 72 <hHt;g, 'MLf^-fr 5 
<Mtt, &BlBI$fcjfiLg*J 100^x1, iU^JfiLvf 4>flf]|gtl. M&JfiD&fH 
ll-26mmol/LfH|/jNi,, #&MljM#l^fl, ^km^^f&m^i 
tS.^50, 100, 200mg/kg, PHtt^M^l^^J PflRg&^PMSJI lOOrng/ 
kg, £&XM&PflR£^£*ftjj&tg;!jc f ^#i n ^20ml/kg, ft 
^Ii^l3, l5Xi /Ml^5 'Mtt^H, $J5E*&f5j5 3<bftt 
^Aif. J&*h i'J^^^^3MB5^fB], ^B^R'hUfiWSl 




— ---31 ^tS^I^I^ 100, 200mg/kg, 100mg/kg £ 

/kg, ioomgAcgffi«Sffi*S/h«.*in«i0^**^^- 

(X+SD, n=10-14) 



mg/kg 



mmol/L 



5.24±1.08 



20.00±3.89 



mmol/L 



6.61±1.02 



18.43±4.24 



AA 



5 (X) 



7.36±1.27 



50 



100 



200 



^o J o77%E#¥^ 

isftSD^fSU Ml60-200g, 24 'NttJg, ®jE#£*h 

0 40mg/kg ( 5ml/kg ) , ^tff, 
m^m^^mZsmitL 12-29mmol/L ?f-te««^ 

PHte^ra^^JPlR^P*^ 50mg/kg, SfiWPlfetftta 
*, ^iw^lOml/kg, S£15*. ^i^f™^ 1 * 

(1) ShfiLtftt*!*: ££3*15*1*1. ifi«fflJfiL*Wfi«^iE»ffl. 

*£TOM^tJ lOOmg/kg^m^* 

(2) ^IK, tele*. at^*&JfiL»JKa#^*W^nfi: 

2oom^k g mxw^^nm^m^m^mM 



19.56±4;08 



20.15±3.92 



19.06+4.52 



19.34±4.59 



15.04±4.59 



11.94±3.78** 



9.07±2.93** 



8.31±3.02** 



19.35±4.96 



AA 



ml/R/S 



4.5±0.2 



15.89±6.30 



11.71+4.18** 



7.73±3.86** 



9.34±4.44** 



14.3+0.8" 



AA 



14.2±1.4 



12.8±1.4 



1 1.8+0.9* 



1 1 .1+2.0 



'L 



7 




~&w%ftfaw%-&QLM.m&mi&; *%*mwB&y}so, 100, 

200mg.kg RmmK 50mg/kg *&ffiS^;fciltfc7jCl:E£TP*, 

WmitTft 200mg/kg ^JfiLTf JUJ&^JC^HjSlHlfl-, 
&50.. 100mg/kg2fcPMSJIttS*»ajg&, JE^7 



1=1 



(X±SD, n=10-14) 



mm 


mm 

mg/kg 


mmol/L 


mmol/L 


5 


10 


15 (^) 


IE 




6.44±0.53 


5.9310.53 


6.5910.50 


6.0910.51 






24.7813. 89 AA 


23.1514.48^ 


27.7913.55^ 


27.9613. 72 AA 




50 


24.52±4.48 


24.0114.15 


26.0614.14 


24.9614.73 


100 


25.0013.72 


21.2015.39 


24.4816.21 


18.7215.98* 


200 


24.8214.39 


20.0015.97 


18.8716.00** 


15.13+6.39** 


&%k& ioo 

AA _ r\ i f r- 


24.0814.63 

An 1 I j- -t--± 


19.4515.87 


20.5016.42** 


13.5416.08* 



U7 ^mmmR^wm^mmmm^iukmm^m, #m> 
i^mmfokmtfjBvft cxisd, n =io-i4) 



mm 


MM 
mg/kg 


mmol/L 


g 




ml/a/^ 


je#5-= 




24.216.6 


45.415.8 


18.511.3 


30.312.9 






11.8i3.0 AA 


16.2115.6 AA 


40.913. 7 AA 


147.1120.3 AA 




50 


12.413.2 


19.0114.2 


38.213.8 


127.6112.7* 


100 


16.019.9 


25.4110.7 


35.114.0* 


124.4113.5 


200 


19.417.2** 


34.0111.4* 


36.5+4.3* 


120.118.2** 




100 


14.114.2 


31.5119.4 


32.413.7** 


118.1110.1** 


p<0.01, ^jE^lttS; *p<0.05, **p<0.01, ^WMVC&o 



3" 



it%&&7 ^nm^^wnm^^mmu^m, Emm 
_ wm. 130-nog, jE%&£ : ?i£%t i m\, 



8 



100. 



2oomg/k g , mmmm^\om^m "^-^f^*** 

m W?t1&'- *&*m®&& i fo 5<K 100. 200mg/kg.&$^ lOOmg/kg 

" ' * ■ ■ ■ - ~ rr n a - ' O o 



200mg/kg mmmm^%:W lOOmg/kg tM, JSL 
(X±SD, n=9-10) 



mg/kg 



50 



100 



200 



100 



(mmol/L) 



1.02±0.22 



2.64±0.82 



2.72±0.61 



1.04±0.15 



3.04±0.93 



2.41±0.44 



2.54±0.90 



2.72+0.76 



2.51±0.77 



1.75±0.53 



1.37±0.40 



&JJIISB? (mmol/L) 



2.43±0.41 



4.10±0.51 



AA 



1 .99+0.47 



4.77±0.63 AA 



4.29±0.60 



4.02±0.59 



4.1 8±0.61 



2.72+0.74 



4.33±0.51 



.92±0.58 



2.94±0.66 



2.31±0.74 
2.15±0.76* 



^pooh^If^, "p<o.oi, ^rtm^ttM 



tr ™- ^> ^^^^^ ««J^ 

m 2oom g /kg mmmsim* 100 ^^'*^* 

2oomg/k g mmim^m^ ioo mg /kg ffi^Jtf^ * 

& ifnmmmS.^ 200mg/kg ftm&Bffi&TfttiR 50mg/kg, 

SflllSS!^*. *£.W&VS&&® 200mg/kg 
100mg/kg+@^e 



9 



